and vermelone ( Fig. 1 (Fig. 1). 3) Inhibitors of a polyketide synthase involved in the pathway may also be possible candidates as effective drugs for inhibition of melanin production. However, no specific inhibitor of the enzyme has been obtained. Recently, in vitro reaction system of PKS1, the polyketide synthase of C. lagenarium, was developed with the enzyme produced by Aspergillus oryzae in which the PKS1 gene was expressed.6) This allowed us to start the screening search for PKS1 inhibitors by using the enzyme reaction system. During the course of the screening among metabolites of microorganisms, we found that Streptomyces sp. No. 4a produced PKS1 inhibitors, and abikoviromycin (1) and dihydroabikoviromycin (2) were isolated from the culture filtrate of the strain as active principles. In this paper, we describe the isolation and biological activity of 1 and 2 as inhibitors of PKS1. PKS1 activity was measured with the reaction mixture containing the enzyme produced by A. oryzae M-2-3 and malonyl-CoA according to the method described previously.7) After incubation of the reaction mixture with or without a sample, 1,3,6,8-THN produced was converted to its stable oxidation product (flaviolin) by boiling. PKS1 inhibitory activity of a sample was judged from the amount of flaviolin produced, which was measured by TLC (silica gel, Merck No. 105554, CHCl3:MeOH=8:2, Rf 0.27) or phase: gradient elution of 5-35% CH3CN in 0.1% TFA in 21 minutes; flow rate: 1.0ml/minutes; detection: UV at 305nm; retention time: 20.0 minutes). By using this assay system, Streptomyces sp. No. 4a, which was newly isolated from a soil sample collected in Bunkyo-ku, Tokyo, was selected as a producer of a PKS1 inhibitor. from its FAB-MS and NMR spectra, and detailed analysis of NMR spectra and the optical rotation value led to identification of 2 as dihydroabikoviromycin.8,10) Similarly, 1 was identified as abikoviromycin.10,11) The absolute configuration of 1 has been determined as shown in Fig.  2 ,11) and it has been shown that the epoxide moiety of 2 has the same absolute configuration as that of 1 by conversion experiment from 1 to 2.10) However, stereochemistry at C7a of 2 has not been determined. In the NOESY spectrum of 2, NOE was not observed between H-4 and H-7a, but it was observed between H-4 and one of the methylene determined the absolute configuration at C-7a of 2 is S.
PKS1 inhibitory activity and antifungal activity toward were much higher than their IC50 values. Compound 1 inhibited PKS1 more strongly than 2.
Next, the effect of 1 on melanin production of C. 
